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METHOD FOR PREVENTING RECURRING VENOUS THROMBOEMBOLISM 
USING LONG-TERM LOW-INTENSITY WARFARIN 

This application claims priority from U.S. Provisional Application 60/443,828 
filed January 30, 2003 which is incorporated herein by reference. 

FIELD OF THE INVENTION 
The present invention relates to a method for inhibiting or preventing recurrent 
venous thromboembolism (VTE) using low-intensity warfarin. 



BACKGROUND OF THE INVENTION 
Therapy for idiopathic venous thromboembolism (VTE) typically includes a 5 
to 10 day course of intravenous or subcutaneous heparin followed by a 3 to 12 month 
period of oral anticoagulation with full dose warfarin, adjusting the dosage to an 

15 International Normalized Ratio (INR) between 2.0 and 3.0 (1-4). After cessation of 
anticoagulation, however, recurrent VTE is a major clinical problem with rates 
estimated between 6 and 9 percent annually (5,6). Unfortunately, no therapy with an 
acceptable benefit to risk ratio is available to provide VTE patients with a long-term 
management strategy. In particular, while extended use of full-dose warfarin is 

20 associated with reduced rates of recurrent deep vein thrombosis and pulmonary 

embolism (2-4), community based studies have consistently found this approach to be 
associated with substantial risk of major hemorrhage. For example, in observational 
studies, use of full-dose warfarin is associated with major bleeding rates between 5 
and 9 percent (7-9). Similarly, an annual major hemorrhage rate of 3.8 percent was 

25 observed in a recent full-dose warfarin trial despite careful on-site anticoagulation 
monitoring (3). 

By contrast, low-intensity warfarin has been shown in several settings to have 
a low risk of bleeding when used on a chronic basis and may require less frequent 
monitoring. Further, experimental data indicate that low-intensity warfarin is 
30 effective in reducing biochemical markers of coagulation such as factor VII activity 
and levels of prothrombin fragment Fi+ 2 (10,1 1). No clinical data, however, are 
available evaluating low-intensity warfarin for long-term venous thrombosis 
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prophylaxis, although this approach has been used successfully for the prevention of 
first thrombosis among patients with indwelling central venous catheters and among 
women with metastatic breast cancer (12,13). 

DESCRIPTION OF THE INVENTION 
It has now been found that use of low-intensity warfarin over a long term 
significantly reduces incidence of recurrent venous thromboembolism (VTE). 

In accordance with the present invention, a method is provided for inhibiting, 
preventing or reducing incidence of recurrent venous thromboembolism (VTE) in a 
patient who has previously undergone standard therapy for VTE involving 3 to 12 
months of full-dose warfarin using a targeted International Normalized Ratio [INR] 
between 2.0 and 3.0. The method of the invention includes the step of administering 
to a patient who has previously undergone standard therapy for VTE a low dose of 
warfarin which is lower than the standard dose of warfarin administered in standard 
treatment of VTE. Thus, the low dose of warfarin will be less than 2 INR and will be 
within the range from 1 .4 to less than 2.0 INR and is preferably from about 1 .6 to 
about 1.8 INR, and most preferably about 1.7 INR, and will comprise from about 0.5 
to about 10 mg daily and preferably from about 3 to about 6 mg daily, and most 
preferably about 4 mg daily. The low-dose warfarin will be continued over an 
extended period of time of from at least 2 to 5 years up to the life of the patient. 

BRIEF DESCRIPTION OF THE FIGURES 
Figure 1 is a graph showing distribution of INR levels at the 2 month follow 

up visits, according to randomized treatment assignment. 

Figure 2 is a graph showing cumulative risk of recurrent VTE (left); and 
Figure 3 is a graph showing composite study endpoint of recurrent VTE, major 

hemorrhage, and all-cause mortality (right). 

EXAMPLE 
SUMMARY OF TRIAL 
Background 
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Standard therapy for venous thromboembolism (VTE) includes 3 to 12 months 
of full-dose warfarin using a targeted International Normalized Ratio [INR] between 
2.0 and 3.0. However, while recurrent VTE is common following cessation of this 
regimen, no therapeutic agent has shown an acceptable benefit-to-risk ratio for long- 
5 term management. 

Methods 

In this double-blind trial, patients with idiopathic VTE who had received 
standard full-dose anticoagulation for at least 3 months were randomly assigned to 
placebo or to long-term, low-intensity warfarin using a targeted INR of 1.5 to 2.0. All 
10 participants were followed for recurrent VTE, major bleeding events, and all-cause 
mortality. 

Results 

An interim review by the Independent Data and Safety Monitoring Board led 
to early termination of the trial after 508 patients had been randomized and followed 

1 5 for up to 4.3 years (mean 2.1 years). Of 253 patients assigned to placebo, 37 had 

recurrent VTE (7.3 per 100 person years) as compared to 14 of 255 assigned to low- 
intensity warfarin (2.6 per 100 person years), a risk reduction of 64 percent (hazard 
ratio 0.36, 95%C1 0.20 to 0.67, P=0.0007). Risk reductions were similar in magnitude 
for all pre-specified subgroups, including those with and without factor V Leiden and 

20 the G20210A prothrombin polymorphism. Major bleeding complications occurred in 
2 patients allocated to placebo and 5 allocated to low-intensity warfarin (P=0.25). 
Death occurred in 8 patients allocated to placebo and 4 allocated to low-intensity 
warfarin (P=0.27). 2 deaths were due to pulmonary embolism and 1 to hemorrhagic 
stroke, all in the placebo group. Low-intensity warfarin was thus associated with a 48 

25 percent reduction in the pre-specified composite study endpoint of recurrent VTE, 

major hemorrhage, or death (hazard ratio 0.52, 95%C1 0.31 to 0.87, P=0.01 1). In on- 
treatment analyses, the reduction in risk of recurrent VTE was between 77 and 81 
percent. 

Conclusion 

30 Low- intensity warfarin is a highly effective and safe method to prevent 

recurrent deep-vein thrombosis and pulmonary embolism. 
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DETAILED DESCRIPTION OF TRIAL 
With funding from the National Heart, Lung, and Blood Institute (NHLBI) 
(HL-57951 and HL-58036), the Prevention of Recurrent Venous Thromboembolism 
(PREVENT) trial was initiated in July 1998 to test the hypothesis that long-term, low- 
5 intensity warfarin (target INR 1 .5 to 2.0) might provide a safe and effective method to 
reduce the risk of recurrent VTE among individuals who had suffered a prior 
idiopathic VTE (14). As a secondary aim, the study was also designed as a 
pharmacogenetic trial testing the hypothesis that individuals with thrombophilic 
mutations such as factor V Leiden or the G20210A prothrombin polymorphism might 
1 0 differentially benefit from long-term, low- intensity warfarin prophylaxis. 

The PREVENT trial was designed to enroll 1750 patients for an average 
follow-up period of 4 years. As described here, the trial was terminated by its 
Independent Data and Safety Monitoring Board after 508 patients were randomized 
due to the emergence of a statistically extreme benefit of low-intensity warfarin in the 
15 absence of any substantial evidence of harm. 

Methods 

Patients 

Men and women age 30 and over with documented idiopathic venous 
thromboembolism were eligible if within the past two years they had completed at 

20 least three uninterrupted months of oral anticoagulation with full-dose warfarin. All 
index events were confirmed by objective criteria at the central Clinical Coordinating 
Center based upon venography, compression ultrasound or MRI reports (for deep vein 
thrombosis) or by ventilation/perflision scans, angiograms, or chest computed 
tomography scans (for pulmonary embolism). Idiopathic events were defined as those 

25 not occurring within 90 days of surgery, trauma, or a diagnosis of metastatic cancer. 
Patients were ineligible for the trial if they had a history of metastatic cancer, major 
gastrointestinal bleeding, hemorrhagic stroke, or life expectancy of less than 3 years. 
Participants with a daily requirement for > 325 mg aspirin, dipyridamole, ticlopidine, 
clopidogrel, heparin, drugs which affect the prothrombin time, or who had a known 

30 lupus anticoagulant or antiphospholipid antibodies were excluded. Every patient gave 
written informed consent and the study protocol was approved by each institutional 
review board. 
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Open Label Run in, INR Evaluation. Randomization and Dose Adjustment 

Eligible patients were entered into a 28 day open-label run-in period designed 
to ensure that all participants could be titrated to a stable warfarin dose that achieved 
an INR between 1.5 and 2.0 prior to randomization without exceeding 10 mg/day. 
5 The run-in phase was also used to exclude individuals with less than 80 percent 
compliance. 

During the run-in, at randomization, and throughout follow-up, all INR 
assessments at each study site were made using specially designed fingerstick devices 
with an identical thromboplastin [International Sensitivity Index 2.0] (CoaguChek, 

10 Roche Diagnostics, Indianapolis, IN). These devices were altered electronically to 
provide a coded study value which was transmitted to the Data Coordinating Center. 
All dose adjustments were made in a blinded manner using a simple clinical algorithm 
(Appendix A). Whenever a dose-adjustment greater than 1 mg of warfarin daily was 
required or whenever randomized therapy was temporarily stopped, participants 

1 5 returned for repeat blinded INR evaluation within seven days. 

Randomization to low-intensity warfarin (Coumadin, Bristol-Myers Squibb, 
targeted INR 1 .5 to 2.0) or to matching placebo was performed centrally. 
Randomization was stratified by clinical site, time since index event (< 6 months, > 6 
months) and by whether the index event was the patient's first ever VTE. All 

20 participants were then followed with office visits once every two months that included 
blinded INR evaluations and dose adjustments. To further ensure blinding, sham dose 
adjustments were made in the placebo group. 
Follow-Up and Study Endpoints 

As PREVENT was specifically designed to evaluate clinically relevant 

25 recurrent thromboembolic events, no surveillance for asymptomatic thrombosis was 
undertaken. Rather, at each visit the occurrence of any incident clinical events since 
the last visit two months earlier was evaluated. All endpoints were reviewed by a 
committee of physicians unaware of study drug assignment. The endpoint of 
recurrent deep vein thrombosis was confirmed if there was a positive venography 

30 study, doppler compression ultrasound, or MRI. Events documented by clinical 
diagnosis alone were not confirmed. The endpoint of pulmonary embolism was 
confirmed if there was a positive angiogram, a ventilation-perfusion scan which 
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showed at least two segmental defects without ventilation defects, or clear evidence of 
thrombosis documented by chest CT or MRI. In cases where the recurrent DVT or PE 
was ipsilateral to the index event, clear documentation demonstrating interval change 
was required. Major hemorrhage was defined as any bleeding episode that led either 
5 to hospitalization or transfusion. 

As an index of net clinical benefit, we defined on an a priori basis a composite 
endpoint of recurrent VTE, major hemorrhage, and all-cause mortality. Incident 
stroke events were also monitored. These were classified as hemorrhagic or 
thromboembolic on the basis of clinical records or CT/MRI scanning which were 
10 available for all episodes. To avoid double-counting, hemorrhagic strokes were 
considered as major hemorrhages in analyses using the combined endpoint of 
recurrent thrombosis, major hemorrhage, and all-cause mortality. 
Genetic Analyses 

Blood samples obtained at enrollment underwent DNA extraction and were 

1 5 evaluated for factor V Leiden and the G20210A prothrombin polymorphism in a 
central laboratory where personnel were unaware of randomized treatment 
assignment. Genetic data were not made available to the clinical sites or to members 
of the endpoints committee. 
Trial Monitoring and Statistical Analysis 

20 The NHLBI appointed an Independent Data and Safety Monitoring Committee 

(IDSMC). The IDSMC chose to monitor the trial with a Lan-DeMets procedure with 
O'Brien and Fleming spending function (15). At the pre-specified review of the trial 
upon accrual of approximately 40 percent of the expected information in the planned 
study, the EDSMC voted on December 4, 2002 to stop the trial based on strong 

25 evidence of efficacy and crossing of the monitoring boundary. The Director of the 
NHLBI accepted this recommendation. 

Comparisons between the warfarin and placebo groups in the distributions of 
continuous variables used Wilcoxon rank sum tests; for categorical variables, 
comparisons used Chi-square tests. The primary analysis was an intention-to-treat 

30 comparison of the difference between time to first confirmed recurrent VTE after 

randomization in the two treatment arms using a two-sided log-rank test. The method 
of Kaplan and Meier was used to estimate the probability of recurrence by time within 
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treatment groups. Estimation of the number of patients needed to treat (NNT) to 
prevent one recurrent event was based on rates at one year. We used the proportional 
hazards model for estimation of the relative hazard of recurrent VTE associated with 
low-intensity warfarin treatment and obtained confidence intervals from this model. 
5 The hypothesis of a varying effect of treatment over time was tested in a proportional 
hazards model including an interaction of treatment with time. Tests and estimates of 
treatment effects on the composite endpoint used the same methods. 

The primary pre-specified subgroup analysis evaluated the effect of treatment 
separately in persons with and without either factor V Leiden or the prothrombin 
10 mutation. The hypothesis of a different effect of treatment by genetic status was 

tested in a proportional hazards model including the interaction of treatment with the 
presence of either factor V Leiden or G20210A prothrombin mutation. Other 
descriptive comparisons within subgroups used the same methods. 

Results 

15 Patients. Therapy, and INR Evaluations 

Between July 6, 1998 and December 4, 2002, 571 patients entered the 28 day 
run-in period. At the time of early termination, 508 patients had completed the 28 day 
run-in and been randomized into the trial, 253 allocated to placebo and 255 allocated- 
to low-intensity warfarin. Median duration of full-dose anticoagulation completed 

20 prior to study enrollment was 6.5 months. 

Clinical characteristics and known risk factors for recurrent VTE were equally 
distributed between the low- intensity warfarin and placebo groups (Table 1). 47 
percent of the study cohort were women. Median age of participants was 53 years. 
28 percent carried either factor V Leiden or the prothrombin mutation. Of note, 

25 median body mass index was high (29.9 kg/m 2 ). 

Mean duration of follow up after randomization was 2.1 years, with a 
maximum treatment duration of 4.3 years. The median INR of patients in the placebo 
group was 1.0 (interquartile range 1.0 to 1.1) while the median INR in the low- 
intensity warfarin group was 1.7 (interquartile range 1.4 to 2.0). In the active therapy 

30 group, median warfarin dose was 4 mg (interquartile range 3 to 6 mg), with an 
absolute range between 0.5 and 10.0 mg daily. As shown in Figure 1 of this 
difference in INR levels between the placebo and active therapy groups was 
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maintained throughout the study period. The percentages of patients attending 
scheduled follow-up visits never differed between treatment groups at any point in the 
trial. 

Recurrent Venous Thromboembolism 
5 In total, there were 5 1 confirmed events of recurrent VTE after randomization. 

Of these, 39 were deep vein thrombosis only and 12 were associated with pulmonary 
embolism. Eighty-six percent of all recurrent VTE were idiopathic while 14 percent 
were associated with a new diagnosis of cancer, recent surgery, or trauma. 

Of the 253 patients allocated to placebo, 37 had a confirmed recurrent VTE 

10 (7.3 per 100 person years) as compared to 14 of 255 assigned to low- intensity 

warfarin (2.6 per 100 person years), a risk reduction of 64 percent (hazard ratio 0.36, 
95%C1 0.20 to 0.67, P=0.0007) (Table 2). The cumulative probability of recurrent 
VTE is shown in Figure 2 (left). Low-intensity warfarin had similar efficacy in the 
prevention of early as well as late recurrent events. Based on these rates, 14 patients 

15 need to be treated for one year to prevent one recurrent event. 

Of 77 individuals affected by either factor V Leiden or the prothrombin 
mutation who were assigned placebo, 14 had recurrent VTE (8.6 events per 100 
- person years), as compared to 3 of 66 assigned to low-intensity warfarin (2.2 events 
per 100 person years) (Table 3). This 75 percent relative risk reduction among those 

20 with inherited thrombophilias (hazard ratio = 0.25, 95%C1 0.07 to 0.87) was not 

significantly different from the 58 percent risk reduction among those without factor 
V Leiden or the prothrombin mutation (hazard ratio 0.42, 95%C1 0.20 to 0.86) (P for 
interaction = 0.50). 

Risk reductions were of similar magnitude in other subgroups evaluated 

25 (Table 3). Among women, low-intensity warfarin was associated with a 80 percent 
reduction in risk of recurrent VTE (hazard ratio = 0.20, 95%C1 0.06 to 0.68) whereas 
a 53 percent reduction was observed among men (hazard ratio = 0.47, 95%C1 0.23 to 
0.97) (P for interaction = 0.23). We observed no significant interactions between the 
magnitude of risk reduction and categories of age (P for interaction = 0.90) or time 

30 since randomization (P for interaction = 0. 1 6). 
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Bleeding Episodes 

There were 2 bleeding episodes requiring hospitalization among those 
allocated to placebo (0.4 per 100 person-years) and 5 among those allocated to low- 
intensity warfarin (0.9 per 100 person years), a non-significant difference (P=0.25). 
5 Of major bleeds occurring among those allocated to low-intensity warfarin, 3 were 
gastrointestinal, 1 was a lower-extremity hematoma, and 1 was hematuria in the 
setting of renal calculus removal. Only 1 major hemorrhage required transfusion of 
packed red blood cells; this occurred in a patient allocated to low-intensity warfarin 
who was receiving no protocol full-dose warfarin at the time of the bleed. 
10 Any minor bleeding or bruising was reported among 34 patients allocated to 

placebo and among 60 patients allocated to low-intensity warfarin (hazard ratio 1.93, 
95% CI 1.27 to 2.94). 

All Cause Mortality, Stroke, and Other Endpoints 

There were 8 deaths in the placebo group and 4 in the low-intensity warfarin 
15 group (P-0.27). Two deaths were due to fatal pulmonary embolism, and 1 death was 
due to fatal hemorrhagic stroke, all in the placebo-allocated group. There were 2 
confirmed strokes in the placebo group and 1 in the low-intensity warfarin group. As 
noted above; 1" stroke was hemorrhagic and occurred in a patient assigned to placebo. 
This participant initially was hospitalized for a thromboembolic stroke that became 
20 hemorrhagic after initiation of heparin and clopidogrel therapy. 

There were 1 3 diagnoses of cancer during follow-up, 9 in the placebo group 
and 4 in the low-intensity warfarin group (P=0. 18). 

Five individuals suffered myocardial infarction during follow-up, 2 in the 
placebo group and 3 in the low intensity warfarin group (P=0.62). 
25 On an a priori basis, a composite study endpoint intended to reflect net 

clinical benefit was defined as recurrent VTE, major hemorrhage (including 
hemorrhagic stroke), and all-cause mortality. This composite endpoint was reduced 
48 percent in the low-intensity warfarin group (hazard ratio 0.52, 95%C1 0.31 to 0.87, 
P=0.01 1) (Figure 3 right). 
30 On Treatment Analyses 

Study drug was discontinued before completion of follow-up in 56 patients on 
placebo and 62 patients on low-intensity warfarin (P = 0.82). Primary reasons for 
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study drug discontinuation were patient refusal, minor bruising, the development of 
other medical conditions, or a new indication for anticoagulation. Drug 
discontinuation for each of these reason, including minor bleeding, occurred with 
equal frequency in the placebo and active therapy groups. 
5 Fifteen participants had a recurrent VTE after cessation of study drug. Of 

these, 8 were in the placebo group and 7 were in the low-dose warfarin group. Thus, 
among participants documented as being on study drug at the time of the recurrent 
event, the relative risk reduction associated with low-intensity warfarin was 77 
percent (hazard ratio 0.23, 95% CI 0.10 to 0.53). 

10 No individuals with recurrent VTE who had stopped study drug were taking 

another form of anticoagulation at the time of the recurrent event. Thus, in an 
analysis based upon use or non-use of long-term anticoagulation at the time of the 
recurrent event, an 8 1 percent reduction in risk was observed in the low- intensity 
warfarin group (hazard ratio 0.19, 95%C1 0.084 to 0.42). 

15 Discussion 

This randomized, double-blind, placebo-controlled trial demonstrates that 
long-term, low-intensity warfarin given with a target INR between 1 .5 and 2.0 results 
in a large and highly significant reduction in the risk of recurrent venous thrombosis: 
This benefit was present in all subgroups evaluated, was consistent for early as well as 

20 late recurrences, and was equally present among those with and without factor V 
Leiden and the G20210A prothrombin polymorphism. This reduction in risk was 
achieved with little evidence of any increase in risk of major hemorrhage or stroke, 
despite using infrequent anticoagulation monitoring. As such, findings from the 
PREVENT trial can be readily implemented in clinical practice, and strongly suggest 

25 that long-term use of low-intensity warfarin should be considered as a new standard of 
care for the management of venous thrombosis following cessation of full-dose 
warfarin therapy. 

We believe it important to put the current data for low- intensity warfarin in 
perspective with data for other therapeutic approaches being considered for use in the 
30 long-term management of VTE. Previous work demonstrates that short-term use of 
full-dose warfarin is highly effective therapy after a first episode of VTE, and on the 
basis of randomized trial evidence, usual care typically includes full-dose warfarin 
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therapy for up to 12 months (1,4). Two completed trials showed that extended use of 
full-dose warfarin for longer than one year continues to provide excellent efficacy in 
preventing recurrent VTE when compared to placebo (2,3). However, in both of these 
trials, major bleeding rates were high during the administration of long-term, full-dose 
5 warfarin, an observation consistent with community based concerns regarding the 
safety of long-term warfarin when used with an INR targeted between 2.0 and 3.0 (7- 
9). 

Another alternative approach to full-dose warfarin for long term management 
is novel anticoagulants such as oral direct thrombin inhibitors. One such agent, 

10 ximelagatran, has recently been compared to placebo in a trial similar in design to 
PREVENT and was also highly effective (16). Ximelagatran has a relatively short 
half-life requiring twice daily dosing. Although this agent may not require 
anticoagulation monitoring, its use has been associated with elevations in hepatic 
transaminase levels and will require ongoing surveillance of liver function. Given the 

15 results presented here, a direct comparison of ximelagatran to low- intensity warfarin 
will be needed to determine if either of these therapies is superior to the other for long 
term management. This issue has public health consequences as the cost of 
ximelagatran is likely to be high in comparison to warfarin used in low-intensity — 
regimens. 

20 From a pathophysiologic perspective, it is important to recognize that 

PREVENT was specifically designed as a pharmacogenetic trial in which we pre- 
specified that secondary analyses would be performed among individuals with and 
without inherited thrombophilias such as the factor V Leiden and G20210A 
prothrombin polymorphisms, each of which is known to increase risk of first venous 

25 thrombosis (17-22). Whether these genetic disorders are associated with increased 
risk of recurrent VTE remains controversial (23-28). In PREVENT, individuals with 
factor V Leiden or the G20210A prothrombin polymorphism were not at substantially 
increased risk of recurrent VTE when compared to individuals without these 
disorders. Moreover the relative benefit of low-intensity warfarin in preventing 

30 recurrent events was not altered by genetic status. Thus, in this randomized 

intervention trial, we found no evidence of a substantial pharmacogenetic interaction. 
Indeed, it is uncertain in these data that screening for either factor V Leiden or the 

- 11 - 



HA0801 NP 



prothrombin polymorphism had any important clinical consequences either in terms 
of prognosis or in terms of differential therapeutic response. As the PREVENT trial 
excluded patients with known anti-phospholipid antibody syndrome, the efficacy of 
low-intensity warfarin among such individuals remains uncertain. 
5 In sum, as demonstrated in this randomized trial, low-intensity warfarin is a 

highly effective method to prevent recurrent VTE. These data reinforce the 
importance of investigating agents that may well have clinical efficacy, yet due to 
their generic status provide little financial incentive for pharmaceutical industry 
investigation. 

10 

TABLE 1 

Baseline characteristics of study participants 

Placebo Low-intensity P 

Warfarin 



(N=253) (N-255) 



Age, years* 


53 (47,64) 


53 (46,65) 


0.82 


Female (%) 


47.4 


47.1 


0.93 


Ethnicity (%) 








Caucasian- 


-86.6 


88.2 


0.32 


Black 


10.3 


9.0 




Hispanic 


0.8 


2.0 




Other 


2.4 


0.8 




Body Mass Index (kg/m 2 )* 


29.9 (26.6,34.4) 


29.9 (26.6,34.2) 


0.90 


History of Diabetes (%) 


8.7 


6.7 


0.39 


Family History of VTE (%) 


31.6 


26.3 


0.18 


Factor V Leiden (%) 


26.6 


22.0 


0.23 


Prothrombin mutation (%) 


4.8 


4.7 


0.98 


Months of full-dose warfarin 


6.4 (5.7,9.0) 


6.7 (5.9,10.8) 


0.15 


prior to enrollment* 









*values are median (interquartile range) 
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TABLE 2 

Major Study Endpoints According to Treatment Group 



Outcome Placebo Low-Intensity Hazard Ratio P 

Warfarin (95% CI) 

N Rate* N Rate* 



Recurrent VTE 


37 


7.3 


14 


2.6 


0.36 (0.20, 0.67) 


0.0007 


Bleeding 














Major 


2 


0.4 


5 


0.9 


2.54(0.49, 13.13) 


0.25 


Minor** 


34 


6.7 


60 


12.9 


1.93(1.27, 2.94) 


0.002 


Deaths 


8 


1.4 


4 


0.7 


0.51 (0.15, 1.70) 


0.27 


Cancer 


9 


1.6 


4 


0.7 


0.46(0.14, 1.48) 


0.18 


Myocardial Infarction 


2 


0.4 


3 


0.5 


1.56(0.26, 9.32) 


0.62 


Composite Endpoint** 


41 


8.0 


22 


4.1 


0.52 (0.31,0.87) 


0.011 



*Rates are given as events per 100 person years. 

5 **Major bleeding was defined as those resulting in hospitalization, transfusion of 
packed red blood cells, or hemorrhagic stroke. The pre-specified composite endpoint 
includes first VTE, major bleed, or death. 
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TABLE 3 

Rates and hazard ratios for recurrent VTE in clinically important subgroups, 
according to randomized treatment assignment 

Characteristic Placebo Low-Intensity Hazard Ratio Interaction 

Warfarin (95% CI) P-value** 

N Rate* N Rate* 

Factor V Leiden or 
Prothrombin Mutation 

Present 14 

Absent 23 

Gender 

Men 22 
Women 1 5 

Age, years 

30-44 8 

45-64 20 

65-89 9 

Time after randomization 
< 1 year 22 
> 1 year 15 



* Rates are given as events per 100 person years. 

**The null hypothesis is that there are no differences across subgroups; for interval- 
scaled variables such as age and time after randomization, the interaction tested is 
10 between this continuous variable and treatment. 



8.6 


3 


2.2 


0.25 (0.07, 0.87) 


6.6 


11 


2.7 


0.42 (0.20, 0.86) 


8.6 


11 


4.0 


0.47 (0.23, 0.97) 


5.9 


3 


1.1 


0.20 (0.06, 0.68) 


7.6 


4 


3.3 


0.46 (0.14, 1.52) 


7.3 


5 


1.7 


0.25 (0.09, 0.66) 


6.9 


5 


3.9 


0.55 (0.18, 1.64) 


10.1 


6 


2.7 


0.27 (0.11,0.66) 


5.1 


8 


2.5 


0.49 (0.21, 1.16) 
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APPENDIX A - BLINDED LOW DOSE-WARFARIN TITRATION REGIMEN 
USED DURING THE BI-MONTHLY FOLLOW-UP VISITS 
IN THE PREVENT TRIAL 

If blinded INR < 1.3, increase current dose 2 mg/day and repeat blinded INR. in 1 
5 week. 

If blinded INR > 1 .3 and < 1 .5, increase current dose 1 mg/day and repeat INR in 8 
weeks. 

If blinded INR > 1.5 and < 2.0, maintain current dose and repeat INR in 8 weeks. 

If blinded INR > 2.0 and < 3.0, decrease current dose 1 mg/day and repeat INR in 8 
10 weeks. 

If blinded INR> 3.0 and < 4,0, decrease current dose 2 mg/day and repeat INR in 1 
week. 

If blinded INR > 4.0, stop study drug for 3 days and repeat INR. If repeat INR 
remains > 4, discontinue therapy. If repeat INR < 4.0, decrease current dose 2 mg/day 
15 and repeat INR in 1 week. 
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